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[0001] 

(HIV) J)x>/<n-^iet3- Ktiifif^llH:^ 
5 M/35 ITf/'J'f -is J: tf-f-tLfcJB^fcffi HIV MifflilM^ 

^4*fcVhtt^ (HAART) tt, HIV «J(^*«>*Et:*s*^fc*^* L^Sb 

*t*»LTV»4, HAART ^JiWftffl fcfittttOft****!*^ fc W« 

Thaart kwi hiv ^ofKItL-c^Ma^<> i*t*»e>o aids *j-#fc*5v>t\ 

HIV *jfct:*ti-*l»««MIHc*v>r, ffi&PMm t u (ctl) *»*«itlt*a±n 
»fc&ffl**fcLTv»*fcv»d 4S*Ltv>4 ^WiHK 

fc^*47^^>**IHIfe$^-C§feo HIV -fr^-? h^f-K?**-*, DNA 
m&x.? 4 frX^? f-Vtf-y (IB.^x.V^^-T^^;!'^ Ankara (rMVA) ) ( 

. 75e->>fW (^!HM7) , friend v^xSti * >TA'* ( 

0) , TtVBH*^ (itlrtKl U^itMl 2). «BW^ 
^ ^ _ 7 ? ^ > ( baci 1 i e Calmette-Guerin) 13), ILOTT (*#M\fciSK 

14) itte>07^^>tt, v^ii*^v>4 : i i: i o t ^ -f Ji/ 

*Jfflfe£Stfci3V*-c AIDS <DM'if Z ^v^ih* a £ fc ZtiX^Z # 
WttlfcfU. ##fr»5> ^IrifS, 5 £ * O^^fr^iU 6 ) o DN 

A TtfDHftlfcfcfrV* rMVA t?iftiPftft<rtf d tM7 * * ^ii, *> o t *>/&*&£>lf "CV> 
SM^^T^^ It7x-X I B^WBtjWffctLTv^o 
[0 0 0 3] 

*>f L-CJ$#£*lTv>;2> 5 17^7^^ (Ad5) tt rMVA £ *9 fcSil 

»i-*»fate**#*fc*< (**«p*ti 7) . sj-;^^ • b?^**^7-e ( 

0TC) <*> * * c Ad5 ^ 9 9 ~ L L 4 «^ $ tt-c is •) 

7fy>>f^ (Ad2, Ad5 i: KCKJRi"*) ^^tv>l, 0 &^&ib. Ad2 Ad5 
lit, £ i <#25£*LTi3*K DNA ie^iJtT-^P>^lw^o-CV^7ta6-e*)^> (#H#fr" 
jORl 9*3 X tmWIt&M.* 0) o Ztit-eomftfrb, 3 UTtV^^* (Ad3) . 3 
5 g7f 7 >7 -4 (Ad35) 2 1 J: O^WK 1 ** 2 2 ) Tt*S f? -i 

)\,X<Dl,ZtA,t*te (##Br^7> ^#^M9. 3. ^^ScM 1 5. * 

#fr:*:m2 2, ^#«=X1R2 3> »tt2 4, ##H\fcflt2 5. ##Sr^tfi£2 6) , 
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coxsackievirus and adenovirus receptor (CAR) £ ti>m h fLX^^o CAR 

Z^tztb Ad5 14 b ^3 J: O f i&^ti^v^TiJ@jAV>#'glc^1--5 fc#x.<b*LTV> 

& o 

[0 0 0 4] 

Ad5 *5fllJB Lfc7^^->t Lt, DNA^^-^^lwi^^lU^.^ Ad5 * - 1' £ 
fttiMfcfcfr 3*-frfi7**->tt* -9-;V^fflv^c SHIV J&2fe#gmK43V>-C#^3: LV^&Rfr 
fpafcfcjjrf-^fctfW&SJvti'** (»i!2 7)o L^L&**<b, Ad5 liffFHHt 

[^#fp^mi] Haynes, B. F. et al.. Science 271:324-328,1996 
[^#fl\fc$fc2] Miedema, F. et al.. Science 272:505-506,1996 
[##fF^ti^3] Robinson, H. et al., Nat. Med. 5:526-534,1999 

Amara, R. R. et al., Science 292:69-74,2001 
[itra5] Shiver, J. W. et al., Nature 415:331-335,2002 
[^Mftr^Otfc 6 ] Schnell, M. J. et al., Proc. Natl. Acad. Sci. USA 9 7:3544-3 
549, 200 

[##fp:«7] Mandl, C. W. et al., Nat. Med. 4:1438-1440, 1998 
limffrJcm8] Matano, T. et al., Vaccine 18:3310-3318,2000 
l$m&%1&9) Caley, I- J. et al., Vaccine 17:3124-3135,1999 
IfmWXUl 0] Rose, N. F. et al., Cell 106:539-549,2001 
ItmWfXUl 1] Xin, K.-Q. et al., Hum. Gene Ther. 13:1571-1581,2002 
WmffXMl 2] Xin, K.-Q. et al., Hum. Gene Ther. 12:1047-1061,2001 

3] Aldovini, A. et al., Nature 351:479-482,1991 
[#flr»l 4] Xin, K.-Q. et al., Blood 102:223-228,2003 
I^tlrttl 5] Barouch, D. H. et al., J. Viol. 75:5151-5158,2001 
[»ttl 6] Barouch, D. H. et al., Science 290:486-495,2000 
[^MtirJCiSn 7] Adams, J. Y. et al., Nat. Med. 8:891-896,2002 

8] Thomas, C. E. et al., Nat. Reviews Genetics 4:346-358,2003 
IW&ffJcffltl 9] Chroboczek, J. et al., Virol. 186:280-285,1992 
[#M#tr^;it£ 2 0 ] van Ormondt, H. et al., Curr. Top. Microbiol. Immunol. 110 
: 73-142, 1984 

[##lrif 2 1] Shayakhmetov, D. M. et al., J. Viol. 74:2567-2583,2000 
[^tlttf 2 2] Stevenson, S. C. et al., J. Viol. 69:2850-2857,1995 
I^#ra2 3] Amara, R. R. et al., J. Viol. 76:7625-7631,2002 
[^#fi : »2 4] Farina, S. F. et al., J. Virol 75:11603-13,2001 
l$mftJcWt2 5] Jounai, N. et al. , J. Gene Med. 5:609-617,2003 
mm^m2 6] Lieber, A. et al. , J. Viol. 70:8944-8960,1996 
l^Ntlr^tiifc 2 7] Lubeek, M.D. et al., Cell 106:539-549,1997 

i&w $m&: l x o t -t & mm) 

[0 0 0 5] 

^mmvumi*. £ n < , *»o*ra&tt©*v» hiv 7 ? > t Lxmm^n* 

£ Ad5 *m^tzmtzts:U fr*^? 9 £ 511-14, if'f^^ 

^-^t»ttsiiat»T^ot:, #c hiv mmmmm, hiv m 

[0 0 0 6] 

#f£Wbl4, X^)^mm<, 3&»o^f«ittOfliv» HIV 7^-^>Og§f&*Btf LT 
«*«lf«S***fc. ^-^> HIV Ad35 7T>f^-t^ Ad5 7^ 
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7 7^** (Ankara^) * -^i#?fiMffl&;i 7 * *-7 7 4 CWR #) 

Kjt^T, **k3hv hiv ^wftjwjiatt^ffiRjfe^ife^tLSifc^^^Ki&oTt 

o DNA y^f^fc.tafcJiaftft, **ain$Mfc«\ itSn* 

■m& 7 IWg^-C, HIV a^fc^SH-fc^^-T*^*^***^*^* 
tz 0 £<£>£flJLii, DNA 7^f^J:0 r i^>5^^-*lV^tt^a , 7^f>^ AI 

[0 0 0 7] 

Ki-iafe^^l&aTTffifti^^lltftS^XV***^!? 5 M/35 17^ 

HC*3&^t±. ±15**9 5 M/35 fl7fV>^f^^^-**tt*^tilS* 
«UftWKH-r*o £^IMMJ»±. ffifc hfc£^*>f **«3fcl*8ifc, MKtiifttib 

[0 0 0 8] 

:£IPJ-eM;£*L&** 9 5 M/35 17^9^^^^^-^ aiv>ttJK4**W«H 
JSttftftRSS * W&t -tLti 5i« H b &^£r 7 'f ;v * (HIV) 7 * 

L-C^^jm^tLTV^ MVA ^ *-J2H±fc3fiv»$&&KJS-?*£o *^7 
X^^ViCiSV^-C, #IPJ<75*^9 5 M/35 I7f^^^^^^-^ DNA 7*9- > 

% <a*-&-*>* fcis^a 7 * 9- > a*> 7 w ;w * & » 4 larffii kjs * * £ 

Htl^o fl&oT. *%m<D**7 5 M/35 I7f^^^^^-it AIDS Oft 
®££pflJ-*-&MtfJ& HIV 7*f L ><D|BH&OTTt6it&z5iftL'rv*S 0 KfcJi. 3£S&9§£> 
9 5 M/35 17^7^^^^^-^ 5 WITTS fr*<D7 7 4 ^-Sfi?- 
35 I7f ^ 9 -f fl'^© 7 7 ^-Sft? Klft5^tv>4fc!6, 

[0 0 0 9] 

+ ^75 M/35 i7f^7^f;V^^^^-tt> §£ifmM 5 I7f^7^ JV* 
£ HIV ?)x>^n-7"S6i L< li^ftfcl^«t££*^£^^ll« 3 -- 

atf-^fta^tBfti^ca^astt, *oa» 5 mttv 7^ ^©7 7-f^-sa 

#S&9§<03M9 5 M/35 2B7 9V 7^*^ ^-*KMSi-**:*^v»*^iiflia 
5 M7fV 7-OV*fc LTTtt, fcJJWa^ El 3&q!t***t*: 5 I7f^ 7 << ;l/*rt s $f£ 
tv> 0 HIV ©x^n-7Ifi (env) tLfli, HIV 1 S, HIV 2 M&^^-f*L£>* 
-f7"<?5 HIV O^y^n-^SfiT-ab^T^ <£v* 0 x>^n-7'Sfl4:3->'t*jlfcf 
i3 i^C37? y^SB?!]l±Jg|fcI-e& *K Jounai, N. et al., J- Gene Med. , 5:609-617, 
2003; MacGregor RR et al-.AIDS, 2002 Nov. 8:16(16) :2137-2143; Chada, S. et ah, 
J. Virol. 67:3409-3417, 1993: Ulrike, H. M. et al., AIDS, 9:43-50, 19954 £^jB 
«£*LT*5»K ttzV-^^ytfrhmttmm Gene Bank No. 03455 tLtA^ 

a ro*©ft«iKte ae?f* ^ iJ: ^ ^ 
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4 07* fc ttfttP £ frfcT 5 y &44SfiTf*oTx^ 

4 X Ltli, «ittf, 6XSSPE. 2Xf^b»«, 0. 5 %SDS, 0. 
Img/mWMI DNA ^^tf«*tr65 t C, 12 B#WIRJS*«, ^ 

-f^w *w -e- -> 3 ^fctf $ - 1 £ * ^ - ' Nxf ^ XtSififc^* ^*W7 h 

J ° ^ n - •/« e * a - n. asm* * ^ - k -t a a^T- a . m *n <^> a^tm k % 
c?v>-c pcr ^*fl>8+&JBfc©:*ttfc*9#* t*te>©*tttt, «^ 

if Molecular Cloning 2nd Edt.. Cold Spring Harbor Laboratory Press (1989) m<om 

*#ttK:l±±IB Molecular Cloning IMTK Lftr? - ttfX%%o 

^§£WXl±, HIV Oiy^n-^ia^ L < f4-e<^^#&3- Kt&afc^e^K H 
IV OWfflaif-"e*& rev a^f- (Jounai, N. et al., J. Gene Med., 5:609-617, 20 
03; MacGregor RR et al. .AIDS, 2002 Nov. 8 ; 16 (16) : 2137-2143; Chada, S. et al., J. 
Virol 67:3409-3417, 1993; Ulrike, H. M. et al., AIDS, 9:43-50, 1995; Kowolik C 
M et al., Mol. Ther. 2003 Aug; 8 (2) : 324-3231; Zhang MJ. et al., J. Biomed. Sci. 1 
997 Nov-Dec;4(6):289-295; Gene Bank No. K03455) *JBv»T 4 v\, 

Ztib<D HIV ©xy^n-yiet L< t4 & Ki-*ats^*'Jfr»^* 
tX rev Mittt&K, &mftte* * T K&*mM 5 fiTf >">>f ^KH*&trCtt 
00*. If, CMA 7n*-*- (*M h>#n* 4**7X3^-*-) , CAG 7°u*-*- 
(CMA T'n^e-^-h-? h y pT??-y ?-fu*-9-) ^TIC 
rev x^n-^Satl<l«©«*#t = -Kt4^ #v>-e* 0l J A 

ifi^^&ftissaix? k*>w*»k 5 arfy^-f ^fcracafc?-***u u 

Klfttfi*© 293 ^«B»»^»c J: v«X-ta ^PilffH 4 

o 

i^wxm^z 35 i7fy 74 ;vx<^7 r-f ^-se*3 - K^-sa^s^**^^ 

75 y^|B^J{4B6^^I-C* v . Mei, Y.F. et al., Virology 206 (1), 686-689, 1995: 
Dmitry M. et al., J. Virology, Mar. 2000, 2567-2583; NCBI U10272; NCBI AAA66361 
1 fcJffc!S1ft$*L-rv*ao 7 7^^-1614, shaft t knob frh 

7 T -f y*-*a * 3 - Ki-4 ae*«& *L-f . 7 r -r ><-»a t n»o»tt«ft^«>» 
^^^-r^-?-^^^^ 3 - Kt^i€TOotuv»o ^4 3 

{f ±iat^ hiv oxv^D-yis^tisii^ft^^i^^^o 

£ tifc «> 35 fi7 ?V * 4 © 7 r >f /t-M d t < 3 ^* ™ 

t-*, *ii5aM 5 s7^^'f^©77'f/<-sat3- Kt safK^csRu, * 

£BSE#2 0 0 5-3 0 2 8 2 6 3 



#M 2003-399016 



5/ 



maim* x o temmm 5 mrr; ^x^a*.5itfc»±. en*, or. 35 srf/^ 

5 a/35 irf^'J'f^^^^-^ J&iTKfyiM-aJ^fc 

IP*,, El 5 I7f/^^t> HIV IIIB O rev mfcT-^J: 

env ^WTOi^^ *oR 5 M7f/ 9 4 J£ ©7 JImJ 

5 M/35 iTf^'i'^^^^^^"*^ Avior Therapeutics, Inc (Seattle, WA) 

^^^tticw^Ji^^o ^tti^ m*.i*. cag 7**-* 

- HIV IIIB (D rev iHs^iSJ:^ env mitt&VK*') A «fE^«r^ri-**fe?-»rit 
(CAG promotor-HIV IIIB rev/env-polyA) *, Jounai, N. et al., J- Gene ifed^ 5:609 
-617 2003 KfBftSftfc pCAGrev/env frb 5.2k bp Sal I/Pst I EfJt t LT#S|T*o 
Avior Therapeutics, Inc (Seattle, WA) ©* ^ fcli. Left handshuttie plasmid h L 
T 5 fflTyV-W (Ad5) 22-342 ffffi^ Ad5 3523-5790 «k.**Htt*x 
fflt*U E. coli ori, T>^3/y>imjte^*#toy9^5 K***- pLHSP fc. 
Right hand shuttle plasmid t LT, El *«*WK9 5 iTf^^^ * 5 ffl 
7fy?>fj^07 7^^-SW 35 M7f* ^^^77 4 Af-Afirf- (Ad35 s 
haft t Ad35 knob) fclMTOfc** Ad5/Ad35 

i-r°Ad5 3 22-342 fflSffi, Ad5 3523-5790 tttiU E. coli oru 7>^/'J ^WttJtfe? 
£#o:/7*5 K pLHSP CAG promotor-HIV IIIB rev/env-polyA fc^-f* 5.2k bp 
Sal I/Pst I mXtmXZtitz pLHSP-HIV ytb^5^5 K .JO 
5 2kbp BfJt*" 7*9*3 K^**- PLHSP O^f^n-iV^t-f h©-OT?j&* Ec 
o R I <M HCffXt*. ^V>T% #<b^ pLHSP-HIV v^;v^^5 Ktt Pac I T? 
tJJiLtii^ia/cti:, ^^7^7^ Ad5/Ad35 tt^:, Adenovirus 

generation kit (Avior Therapeutics) (Shayakhmetov, D. M. et al., J. Viol. 74:25 
67-2583 2000) V*T 'J * Afe-C HEK 293 ttCb7^7x^i/3>t 

* Q h^X7*^H>t7*6 10 QF^> ^^«it^-nW*iJ: 
B«jfc-rs*»WO*>9 5l/35l7f7-?^^ (Ad5/F35-HIV) 

5 M/35 17^7^;^^^-^ 

v 5 M/35 I7f;MW^^-B> *#£3ftv* HIV ##Hft«14 
*ftW6*«B+*ifc^**. KKtt> 9 5 M/35 S7f7 7^f^ 

5 l7f^-f^^77>f^IW 35 S7f^>f^©77^< 

fi£oT 5 M/35 17^7^^^^^"!^ HIV 

HfcLT ifc hiv LT®*r*^jt?*^o itz, hiv ©x>/«D-7 , ia 

riot- — gefc**>3av> hiv #m^«tt^R^«:#.^1-^>^t^-r§^^*, - 
hiv jb 1 ?^^*: ttr^^T^r^t'^^o _ 

£j&0**«a9>f^^^-iU^ «ittf. 2 S*>L<J± 5 I7f77^f 
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>V*<D®M®&* El * HIV »*>«u-™&*Xtt*at&*-^W*^* 

* y *mx Ltzwmmmm.^ v**=.t*4»x* 

^^^-hUii, HMLtt*MBfifflKjB*Jiv^^4 PCAGGS (Gene 108: 193-200 
, 1991)) > PBK-CMV, pcDNAS.L pZeoSV 1* nr * * * ' *~ 

)V7> * * * - & Zifi&lfbtL&o 

ifkwnV*? 5 m/35 aT-yv*>f h^»^-r**ttfc i^*** 

***MJ«>**9 5 M/35 I7fy^^^^-«iii, ifttt?Sk2J 

ox****. ttrtAiAJSfcU io 9 ~io 13 
tSH L< (4 lO^-lO 12 *>f ;V^S^ti^*^o v 

o <b £ tt & & -e 14 & o 

mmm 1 ] 

[0 0 16] 

(i) aasEwcp^M? 5 sg/35 ly ^^-f^^^-^ff* , 

El *«#tt*S 5 I7f/^^i:, HIV IIIB rev ftfc? 43 ijj.wifc J 

^©7r^^-«^K»aWII*J:^««l$*tfc«WO*^9 5 ffl/ 
35 I7f J *?4 fr7,«9 \>XTKWM-*2> 4 3 fc, Avior Therapeutics, Inc (Se 

attle WA)^^ y b SrffiV^TffcSlLfco 
CAG m-?-, HIV IIIB O rev &<*^434tf env JtfS=MfeO'fc*y A 

(CAG promotor-HIV IIIB rev/env-polyA) {4 Jounai , N. et al J 
Gene Med. 5:609-617,2003 KEttStL*: pCAG rev/env *><b 5.2k bp Sal I/Pst I Brfi* 

Avior Therapeutics, Inc (Seattle, WA)*6*XLfc** Mitt, Left handshuttle 
plasmid tit, Ad5 22-342 Ad5 3523-5790 E. coli oru T/tvVI 

K^*- PLHSP fc> Right hand shuttle plasmid £_LT> El 
*«=£*i5iS> 5 I7f/^^i:> * 5 fl7^^^©7T^<-W!T#35 
gj 7 ? .f <7>7 7 /^-iS^ (Ad35 shaft Ad35 knob) im5PJW6& 4 -j U 
f^$tLfc^^7^7^5 K"«**- Ad5/Ad35 ^^tLTV^ D 

i?°kd5 22-342 flfflU Ad5 3523-5790 E. coli orU 7 > U'/BMtJtfi? 

*«oV7^5 K pLHSP fc, CAG promotor-HIV IIIB rev/env-polyA *^ri"& 5.2k bp 
Sal I/Pst I *r*#*X*itfc pLHSP-HIV v^^^ ^ft^^k^ 

o'r I <M MlJfALfc. ^-e, »<b*Lfc pLHSP-HIV ->* MV/7*5 Ktt Pac I T? 
«M*fcL*:*fc. ^57"7^W^ Ad5/Ad35 k * ^ Adenovirus gener at 
ion kit (Avior Therapeutics) (Shayakhmetov, D. M. et al.. J. Viol. 74.2567-2583. 
2000) fcffl^-C'J Vf*;^>^Afet HEK 293 «CF7^7x^V3 s VTz a h 7 
^ 7 x^<> 3 ^ 7 10 HHk yi/-hW^-^tfU. 

ittk-r*»W©*^9 5 ffl/35 BTf^-fW (Ad5/F35-HIV) tt HEK 293 «B 

{±JiE# 2005-3028263 
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Iftrtt?****, Lieber, A. et al, J. Viol. 70:8944-8960, 1996 TTfiiZ tlX V Z CsC 

i mmm-c 2 ®mm^xntz 0 

[0 0 18] 

(2) *<Ot&<DM.&Z-'<? 9 - 

HIV env *Mt^WS7 * f-— 7 * -f (Ankara strain, MVA-HIV) (Amara, R 
R et al., Science 292:69-74,2001; Amara, R. R. et al., J. Viol. 76:7625-7631, 
2002; Robinson, H. et al., Nat. Med. 5:526-534, 1999) t±. Dr. Moss (Laboratory of 
Viral Diseases, National Institutes of Health, MD)*e>«#**tfc« HIV env *«H 
f^J|ii7?f-7^^V^ (WR strain, vPE16) fi, AIDS Reagent Program, Nation 
al Institutes of Health, MD (Cat. No. 362)*e>»ALfco - *l*> 7 * f"-7 

-etL-rtL^W^f-^^^n^BUak CV1 *II&-Cit5it3*fco 

El ^.fl^ii^lM 5 l7fy>^;VXC, Green fluorescent protein (GFP)&3 — K 

W 35 !7fV ^;^ff)7T ^y^-it^^^plfl^i? C*tft**tfc*^ 7 5 
S/35 iTf / ^^f^^^^ (Ad5/F35-GFP) (Jounai, N. et al., J. Gene Med. 5 
•609-617 2003) t1f*7f? « Z (LacZ) *%m.1rZ> El ^a^it^SS 5 I7f^ 

/U*'(Ad5-LacZ) , 9 5 SJ/35 I7f/^^^- (Ad5/F35-LacZ) 
o Ti± ft TV^ (Mizuguchi, H. et al., Gene 285:69-77,2002) o 

afcx^**^*^**^* h*-*--C«!56U 1 0D 2 6 0=10 12 particles 

=10 10 plaque forming unit (PFU) t LXM&Ltz 0 HIV IIIB rev is XV env itfc^* 
#o DNA V*** (pCAG rev/env) ICOVi-CttfCCttS^^i (Jounai, N. J. G 
ene Med. , 5:609-617, 2003) o 
[0 0 2 0] 

(3) mi^;v^g)M 

)v*<n$m*ym-tz>tzm^ mva-hiv, v pei6 (hiv env &&ttwmr? 

9*f--T*)4 ;VXlt) , Ad5/F35-HIV *Pilfi<& 2 x SDS WffiW. (125 mM Tris-HCU pH 
6 8, 4% SDS, 20% ^'J*n-^ 0.01% 7nt7x/-)^-> 10% 
x^)Wt:II^o 10 ^ra*t»L^ 4-12% 4gl5*°'JT^';;v7? K 

•y;v-em»ttt^ 0 Hybond ECL - hn-t;vu-7i (Amersham Pharmacia Bi 

otech, Buckinghamshire, England) fc|E¥U ^ * Xjfi HIV gpl20 * J 9 n - 
(hybridoma 902, AIDS Research and Reference Reagent Program, National Institute 
of Health, MD) "C gpl60 WLt ^^f, affinity-purified horseradish perox 
idase (HEP)?^*'^** Ig (ICN Pharmaceuticals, Inc, (HOTftfcSU ECL Western 
Blotting Detection System (Amersham Pharmacia Biotech) X Wk~7 4 

[0 0 2 1] 

2 ) ^fcjp. 

MVA-HIV, vPE16, Ad5/F35-HIV ©M* in vitro -emtVtio -?-<D*&**BI 1 fca*L 
f~ HI 1 irhfrfr* i 7 "Jr-f ^*r*tr lysates T?t± gpl60 tfqfcfflSfLfc**, 293 
*»% lysates "Clil*ffl**L-*\ HIV fcfcWJERLT 

[Hffifll 2 ] 
[0 0 2 2] 



(1) 

8 aflfrO** BALB/c Japan SLC. Inc., Shizuoka, Japan a^blAU 
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Lfcfcfco o i aa. 2 an: i.m. -c pbs ^«f# 

Lfc 100g pCAG rev/env *«V»tt pCAG empty DNA (pCAG rev/env rev/env £l£v> 
f ,^^^ x K ) £&J^ 3 Ig(: 10 10 particles Ad5/F35-GFP * i.m. Ad5/F35- 
HIV * i.m. *SV>tt i.d. T»S#Lfco *4 -<0*©*Wi* PBS C«F» 

L£ 10 10 particles Ad5/F35-GFP **W± Ad5/F35-HIV £ i.m.. i.p.. s.c. &£v> 
ii i.d. -CS^Lfco 
[0 0 2 3] 

2) -rh7-7-T->-bW _ 

^ h ^ ^_ 7 y "b 1 dlSm^ o /Co PE It^- H-2Dd/pl8 rF7V 

- (RGPGRAFVTI) 14 AIDS Research and Reference Reagent Program, National Institu 
te of Health, MD fr&JfcXLfco f h?v-T?-t>fom Xin, K.-Q. et al.. Hu 
m. GeneTher. 13:1571-1581,2002 C*$ntv»J^«:fflv^. JMtLfc V ="<S*t± P 
BS fc*#Lfc 4% v**jfiL?re 4*C 30 ^n^^L, 0.5 eel 

Is #L^** CD8-FITC (Ly-2, PharMingen) £fflv>T4t: 30fl-fBJ*rfeLrt:o stainin 

g buffer (3% FCS, 0.1% NaN 3 in PBS)T' 2 ®m&Ltzfe, r >7V-»«fc fc & K 37 
*C "C 15 ^f|'f>^i /v :-M> f^n-t'fh^-^- (Bee ton Dickinson) "P 53" 

#f £ ft o o 
[0 0 2 41 

3) «Krt-9-^ h*W (ICCS) 7?*>f 

IFN-jg£ CD8 + T &BJ3£<75 the manufacturer's instructions (Cytof lx/CytoPer 

mPlus kit, PharMingen, San Diego, CA) K^StfCvifc^tfc-Cffofco ^**4>)IMI* 
lb 'J U -tttSr HIV V3 ^y^K (NNTRKRIQRGPGRAFVTIGKIGN) 10 g/ml 

37*0 "C 24 ^FfS-f h L/Co 4 a 2 ^FWtTH Golg 

iPlug lg/ml ^iPA/Co r^a^->3 >#Fn*L fflf&te staining buffer (3% FCS, 
0 1% NaN3 in PBS)T'^J#-L> 4% "V <? ^MMX^u y * > V Ufcfc, phycoerythrin (PE) 
CD8 tfcfr (Ly-2, PharMingen) -C»rfe Ltio Jfcfeffe, MM* Cytof ix/Cyt 
opera solution 250 1 fc**LT 4^C 20 »fLfco Perm/Wash solutionT'Sfe^L 
fz ^ FIT C y^^Vi^^X IFN-#C# (PharMingen) £fflv>T 4"C 30 #ra#r& U 7n 

[0 0 2 5] 

4) itx.7^f-7')^ fr7><DmPk%&. 

tf-f/U^flRlfelUfctt* Belyakov, I. M. et al., Proc. Natl. Acad. Sci. USA. 95:170 
9-1714 1998 Xin, K.-Q. et al., Hum. GeneTher. 13:1571-1581,2002 KTfiZti 

Tv»*-friS-effo7ko iSJfefciiHiv-i iiib env Mm^^Mir^m.m^'y^^-r^^ 

;V* vPE16 (AIDS Reagent Program, NIH, MD; Cat. No. 362) *ffiv>fc 0 
^^7^ ^ ;V*^?- Ad5/F35-HIV 2 7 aiWtfe«>^**fc 

10 8 PFU CD vPE16 tttttrt«#-^Sft**^o «ifelfe 6 BlC-79^6**«ffl 
U ^«iliatti:i^j: <SCUft, CVl MWfV- h KSttSHM** 
J^rtO vPE16 ©tf 4 Jl^jtHBfcll^fco *JfeLfc«fett*y *W 

[0 0 2 6] 

5) f-^H|f 

tett-r^T¥*&±**fci&£ (S.E.) -e^L^o 7*-^li— xHB««-tfe^*f^«to^*fcth 

5% TMfcJefcfr^fco 

[0 0 2 7] 

( 2 ) ^p^: 

-WXK 10 11 particles (fc«fl#<*> 10 f&C0iig)O Ad5-LacZ t Ad5/F35-LacZ 
i.v. *4v>li i.p. Pi^4Uo S4t6 BiC Kitayama Rabesu Corp. , Nagan 
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o Japan C**U £*Lfe©JffM*J:0 , 1HIK»-*-*«ttl«*^ fc - ■ 3 
i&XVLtiZ * $ ^ Ad5-LacZ *#Stt Ad5/F35-LacZ Jfc^-C i.v. fc i-P- 

T-ettW 10 flf, 2 ««v^ GOT , GPT £*Lfco WKfc*H- Ad5-LacZ 
Ad5/F35-LacZ v*-C*£ fc*ttfc*-3 fco 

[0 0 2 8] 

2) *&jR]fc<Z>*>f A3-* „ , , AXul+c 

0 HHC Ad5/F35-HIV (10 10 particles/mouse) £i.m., i.d., i.p. » s-c. 

■evWKft^U ^f^3>l>D-^U Ad5/F35-GFP (10 10 particles/mouse 
)* i.m. a^Lfco ft«US:T**»Um* HIV tfMtoftKfctt* ^ ,t 9 ZZ* 
MWl*!^ f*>f ^Ifefe (ICCS) 7^^«Uo @4C^t^U **R&<& 

S > i d. > i-p- > s.c.) hiv *m**mn***R&»** 

fcRBfeLTfc*) ICCS Tf-fc'f^-Ct (05). 

*>H (Ad5/F35-GFP##S*) f>^-77Ht« 0.15* ^ J^^"? 

>f-Ct± 0.13% amofco L/;^oTWM^Ii i.m., i-d. t^^ffi^ 

3)^CAGrev/Lv/Ad5/F35-HIV^^J:^ftWttWffl^^^^;^ ^_ 

«5rtTfh*-f (ICCS) ) ^,/: 0 ***** 2 MiW^. ** 

i m. CiS Ad5/F35-HIV «^PJ4> DNA *7*f-> (pCAGrev/env) ° « 

ELtO IFN-M& HIV CD8 + T aUfc*If*L;fc (H6)o ttz, Ad5/F35-HIV tt. H 

IV MVA-HIV, vPE16 2 «Kv*fttt*ft*X&L 

S^t pSSS/env " Ad5/F35-HIV M**«***^ Ad5/F35-HIV 

(B7). Sfc* P CAGrev/env/Ad5/F35-HIV ftftfctr^fc^***.- 
d *i P 18%, 19% *fe 20%. 21% cms). £«>7 

* f - > a « t?ft^^t k a v^«at«f *a9*aw& * ^ * * * - fc ***** * ^ ° 

Ad5 0 /F 0 35 3 -HIV **M o 
fcOC, ***** 2 IRBO^^i:, HIV env Afc* * * * 

IS 7 * * > *«»****»*&*«•*- - * * * * J"!T 
*i>»* ***** 7 »PJIfc*wC*, P CAGrev/env/Ad5/F35-HIV 7 * 

* 8% k 9%) (■!(».**, ***** 7 IMSJ; vPE16 
kfcffo^* D CAGrev/env/Ad5/F35-HIV 7^y«Ciot^ Wi^lix^ 

^Sfc, HI 2^*-f Ad5/F35-HIV 14, MVA-HIV O 1000 ffr*©*^ 

*»S«9. HIV env *fg**»5W-**> ? Ad5/F35-HIV *V»*K 

rtZx %*9 Ad5/F35-HIV * - i:DNA7 * *■ > * * ✓ # 
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aids ©»*W«1-*WHW* HiV7^^>oM»OTtttt*^;^*^« J*- 

HIV env * Ad5/F35-HIV ^ ^ ^ ~ " J ^-^ « 

*£tirft°o* Ad5/F35-HIV **© Ad5 ^*-*tt 

IO [i?] 2 Blltt, MVA-HIV. VPE16. Ad5/T3^HIV^^^1M^N ^ IK 

n^;vn-*Jgl«¥U ^^Jfc HIV gpl20 * ✓ *n~ *-*«;#*JBv»TX*7 * 

wei*s*, hiv gp i6o iai«:«iu0^t ; 

^HSI IMSti Ad5 (Ad5-LacZ) *3 J: V Ad5/F35 (Ad5/F35-Lac 

4Blfcx. Ad5 (Ad5-LacZ) £ fctt Ad5/F35 (Ad5/F35-LacZ) * BAL 

12!f S4S SS*"-^* Ad5/F35-HIV ^^^^r H H B Tl?o 

5/F35-GFP ttGFP* Ad5/F35-GFP C*<K ^ T ^ 3/ 

Wir£5ttf ^ Ad5/F35-HIV t^«ft«U»» HIV 

iS|L2« tt r ICCS 77-b^:i«I£U:M^to 0 H@C 10 10 part 

5-GFP liGSP*W**«WW* Ad5/F35-GFP * * 7- -f 7* ✓ b n 

7^6] L 55^^Ad5/F35-HIV ***** ^^^*Sff* 
*WoDNA7^> (pCAGrev/env) , 9- ^l^^J^^ 

"ffiftWO Ad5/F35-HIV **ft*ft ; ^* < ^ l ^^f^ 
**i- e DHA7^^> (pCAGrev/env) . ^W^**- ^^-H IV ) U 0 par 

•WtftftaaBBK HIV«l*»ttftffiRJS*ICCSCJ:f)*Wbfc. M*wr 
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[HI 8] *%WV> Ad5/F35-HIV **Ul)ii < 7 /U*«*&0&#j£«F 

*mi-o DNA7*^> (pCAGrev/env) , *, 4 fr*** 9 - (Ad5/F35-HIV) (10 10 par 
ticles/mouse)£. VMiW^fci.m *»v»»ii.d.Tv^^Ctft#Ufco 

H2fc*Lfc*$-S>*->l' , ?$MfcU laWSb^lO' pfu/mouseOvPE167*i7 L --T'W 
p -eS-S-Lfcfc l^t^t^to ffi&6-10E<7>^7*^W1ft-WL*: 

ffi ^ "t" o 

[@9] *&WV> Ad5/F35-HIV T-fifc&&gE, ZtlKffi < ^ -< 
oDNA7^f"> (pCAGrev/env) , -i^f^^^- (Ad5/F35-HIV) (10 10 particles 
/mouse) t**> <b *»* <2> {4M7J i . m * S v> l± i . d.jCv 7 * cS-S- L fc„ « $ 

[HI 0] 131 0 14, ft^^7^1P H 1S^^JS^i:«*^^^^o DNA 
V9^-y (pCAGrev/env) . •^'f^X^^^- (Ad5/F35-HIV) (10 10 particles/mous 
e)£, t*%hfrhZ>^*m-)5* i.m ££W4 i. d. t7 7 * LTfc&fcfro 

[HI 1] HI 114. *»ftftft7aWB«)ftftJ5&«Ffc«»!*lfc»***^^«» DNA7 
(pCAGrev/env) , *j 4**19 9- (Ad5/F35-HIV) (10 10 particles/mouse) 
3 v»ttW#*i.m &&v^4i.d.T-^7*K&^LT&iffi£tTo£o * 

Hiffif^f^W'J'f^ffi^Ufe^ ;«&410E?>^7*?> 

[HI 2] HI 2f4. ^4**-<9 9- (Ad5/F35-HIV. MVA-HIV, rPE16) OTJ<ffi£ 
2(MI?>15cm7''f 7^jL*fc#6*.fc*-r/l'.*«>2HB*^Lfco 
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